Purpose: Gender differences in paediatric patients with inflammatory bowel disease (IBD) are frequently reported as a secondary outcome and the results are divergent. To assess gender differences by analysing data collected within the Swiss IBD cohort study database since 2008, related to children with IBD, using the Montreal classification for a systematic approach. Methods: Data on gender, age, anthropometrics, disease location at diagnosis, disease behaviour, and therapy of 196 patients, 105 with Crohn's disease (CD) and 91 with ulcerative or indeterminate colitis (UC/IC) were retrieved and analysed. Results: The crude gender ratio (male : female) of patients with CD diagnosed at ＜10 years of age was 2.57, the adjusted ratio was 2.42, and in patients with UC/IC it was 0.68 and 0.64 respectively. The non-adjusted gender ratio of patients diagnosed at ≥10 years was 1.58 for CD and 0.88 for UC/IC. Boys with UC/IC diagnosed ＜10 years of age had a longer diagnostic delay, and in girls diagnosed with UC/IC ＞10 years a more important use of azathioprine was observed. No other gender difference was found after analysis of age, disease location and behaviour at diagnosis, duration of disease, familial occurrence of IBD, prevalence of extra-intestinal manifestations, complications, and requirement for surgery. Conclusion: CD in children ＜10 years affects predominantly boys with a sex ratio of 2.57; the impact of sex-hormones on the development of CD in pre-pubertal male patients should be investigated.
INTRODUCTION
Inflammatory bowel disease (IBD) includes Crohn's disease (CD) and ulcerative and indeterminate (UC/IC) colitis. The paediatric incidence of these disorders varies from 3.1 to 7.1/100,000 children per year, with great regional variability [1, 2] . CD in children has a male preponderance [1, 3, 4] , which is in contrast to the female preponderance of CD in adulthood [5] . Studies in paediatric patients have suggested that female children with CD have more severe disease, a higher prevalence of extra-intestinal manifestations (EIM) and hypo-albuminemia at diagnosis [6] , and an increased risk of surgery [7] . Furthermore, gender differences have been reported for weight at diagnosis, nutritional status and growth failure by some groups [8] [9] [10] [11] , but not by others [7] . To date, no such data on paediatric patients with IBD are available in Switzerland. In 2006, a nationwide multi-centre cohort study on patients with IBD, the Swiss IBD cohort study (SIBDCS) was initiated [12] . This study has established a registry, prospectively monitors patients, and has included a paediatric sub-cohort since 2008. The aim of our study was to evaluate gender differences in paediatric IBD patients registered within the SIBDCS database. In accordance with recent reports [6] , we hypothesized that we would not find significant differences between female and male patients with CD and UC regarding disease location, disease behaviour and therapeutic interventions, but that male patients would outnumber female patients.
MATERIALS AND METHODS
Up to September 2012, 196 paediatric patients ≤16 years of age, diagnosed with CD, UC, or IC according to standard criteria [13] , were included at least four months after diagnosis, and registered in the SIBDCS database. As described by Pittet et al. [12] , patients were recruited from the following six university centres from western through eastern Switzerland: Geneva, Lausanne, Bern, Basel, Zurich, and St. Gallen, with the University of Lausanne as coordinating centre and data base location. After approval of the study protocol by the central ethics committee, we retrieved the following two types of data from the registry: 1. Information obtained from the patient chart at the moment of enrolment, such as date of birth, gender, age at first symptoms, age, weight and height at IBD diagnosis, type of IBD (CD, UC, IC), disease location and behaviour at diagnosis, recorded according to the Montreal classification [14] , the necessity for surgery, defined as the sum of resectional and minor perianal surgery, excluding non-IBD related surgeries, the presence of EIM (articular, ocular, cutaneous, enoral, hepatic) or disease complications (anaemia, growth failure, osteoporosis), the cumulative exposure to medication at inclusion, and familial occurrence of IBD; and 2. Measured information, such as height and weight obtained by the study nurse at the visit of enrolment, using the wall stadiometers and weight scales available at the various study-centres. Patients were grouped according to disease onset ＜10 and ≥10 years of age as proposed by Levine et al. [15] , and disease characteristics were analysed according to the Montreal classification [14] , in CD as involving the ileum alone, colon alone, or ileo-colonic and upper gastrointestinal tract involvement or perianal disease. Disease behaviour was stratified as inflammatory, stricturing, or penetrating. Disease extent in UC was analysed as involving pancolitis, left sided colitis and rectal disease; z-scores for height and weight for age were calculated according to World Health Organization 2007 growth charts [16] , and diagnostic delay was defined as the interval between the manifestation of the first symptoms and diagnosis. Patients with change of diagnosis were included according to the second diagnosis (n=7). Patients with IC (defined as unclassified pan-colitis) with a disease duration ＞3 years and no change of diagnosis (n=6), as well as patients diagnosed with IC at ＞10 years of age at diagnosis only 6-12 months before enrolment (n=5) were included with the UC patients.
Statistical analysis
Continuous variables are presented as mean± standard deviation (SD), or-if skewed-as median and range, and categorical variables are presented as proportions and percentages. Differences between groups were quantified with the two-sample t-test, or with the Mann-Whitney U test for continuous variables, and categorical variables were compared using the chi-squared test or Fisher's exact test for small samples. To take into account disease duration when comparing treatment exposure, Finkelstein's modified log-rank test was used to handle left-and interval-censored data [17] . Pearson correlation was used to detect any correlation between gender and disease variables and linear regression was used to assess for gender associated predictors for growth outcome. All statistical examinations were performed with SPSS 11.0 (SPSS Inc., Chicago, IL, USA with UC/IC diagnosed ≥10 years of age were firstborn, p=NS for all). The interval between first symptoms and diagnosis was significantly longer in boys compared to girls with disease onset ＜10 years of age. Azathioprine was more often required by female patients with UC/IC diagnosed after ≥10 and by male patients with CD diagnosed <10 years of age. No gender difference was found after comparison of median age at diagnosis, median disease duration before inclusion, median age at inclusion, growth parameters, disease localization and behaviour at diagnosis, requirement for surgical interventions, EIM and complications before inclusion and family history of IBD (Tables 1 and 2 ) in patients with CD or UC/IC. Most patients changed the z-score for weight, height and body mass index (BMI) between diagnosis and study inclusion, and there was no gender difference between male and female patients (Table 3 ). However, a significant correlation between disease duration before inclusion and the amplitude of z-score change was found for the BMI of males ＞10 years of age at diagnosis of CD (rho=0.337, p=0.022), for the BMI of males ＜10 years (rho=0.61, p=0.02), and for the height of females ≥10 years of (rho=0.4, p=0.037) of age at diagnosis of UC/IC. The duration of the disease under treatment had a significant impact on the z-score change of BMI in males with UC diagnosed ＜10, of height in females with UC, and of BMI in males with CD diagnosed ≥10 years of age (Table 3) .
DISCUSSION
The only major gender difference found in our cohort was the marked preponderance of boys with CD, and especially of boys with CD diagnosed ＜10 years. Several previous studies on the incidence or prevalence of paediatric IBD, which also included gender data of patients ＜17 or ≤16 years of age, such as those from Ohio [18] , Hungary [19] , and United Kingdom [20] , Spain [21] and Scotland [22] reported just a small male excess, whereas others, such as studies from Toronto [23] , the United Kingdom [24] , Wisconsin [2] , and Japan [25] , reported a similarly high overall male excess as was seen in our cohort. However, only a few studies coming from Canada [3] , Netherlands [26] , and Sweden [27] , separately report gender ratios for children with CD younger or older than 10 years of age at diagnosis, and they found either no, or a much lower male excess than was found in our study. The current hypothesis for the adult female predominance of CD suggesting the cumulative exposure to endogenous and exogenous oestrogen following puberty as a possible trigger [28] cannot explain neither the pre-pubertal male preponderance nor the geo-epidemiological variability. Most of our patients with CD diagnosed ＜10 years of age were born in Switzerland, but only half of them had four grand-parents who were natives of Switzerland. Thus, the prevalence of X-linked polymorphisms including those of the DLG 5 gene, of members of the Toll-like receptor family [29] , or of the IL-6 promoter [30] may, as in populations of other countries, not suffice to explain the important male excess of our CD patients. Local factors, including pre-or postnatal exposure to xeno-or phyto-oestrogens [31] , and/or the administration of antibiotics causing a change of the intestinal microflora and thereby of the metabolism of sex-steroids [32, 33] will have to be investigated. Furthermore, it is unknown whether there is a relation between adrenarche and the age at which antibiotics or oestrogens are administered. The gender ratio of our patients with UC/IC was balanced in both age categories, and it was similar to the ratios reported by others [3, 20, 22] , even though these patients shared the same environment as our CD patients. The lack of male excess in the UC/IC group may be explained by susceptibility loci that do not favour inflammation in a sex-steroid dependent way [34] , including genes that regulate intestinal epithelial barrier function, encode for cytokines and inflammatory mediators, or involve the HLA-DQA1 locus.
Besides the important male excess in CD patients diagnosed ＜10 years of age, we only found minor gender differences. In UC/IC patients, boys ＜10 years of age had a longer diagnostic delay, and girls ≥10 years at diagnosis more often needed azathioprine therapy. These results differ from those reported by others [6, 18] and require confirmation by the analysis of larger groups.
Older maternal age at pregnancy as a risk factor for CD in girls [27] or in boys [35] has previously been reported [27] . No gender difference for maternal age at pregnancy was found in our cohort. First-born rather than second-born twins have been reported to be at higher risk of CD, but no association between birth order of singletons and CD risk was found in previous studies [36] . No gender difference for CD was observed in the first-born children of our cohort. Because of the widely variable disease durations of our patients, though without gender difference, we asked whether this variability could mask gender differences related to growth. We effectively found that catch-up growth, expressed as a z-score change, was dependant on disease duration in boys diagnosed with UC/IC ＜10 years, in girls with UC/IC diagnosed ≥10 years of age, and in boys diagnosed with CD ≥10 years of age. In these groups the z-score change was duration-dependent, whereas the growth dynamics of the remaining groups were independent of the disease duration, either because there was no growth im-pairment or because of persistent growth abnormalities, as already described by Pfefferkorn et al. [35] . No other gender-related differences were found in either disease or age group, and this finding is in accordance with the reports of other groups [6, 18] . There are several potential limitations of our study.
Firstly, the cross-sectional nature of this study did not allow us to assess disease course, or growth and nutrition status over time. Furthermore, the Tanner stage was not uniformly assessed, and therefore not adjusted for growth and nutrition status. Additionally, we were not able to adjust for medication use in analyzing the BMI and height, as longitudinal use of medications was not assessed. Secondly, our study was retrospective and not population-based. In Switzerland, pubertal and post-pubertal children with IBD may be followed by adult gastroenterologists in private practice. Only pre-pubertal children are regularly followed by the paediatric gastroenterologists of the major regional medical centres such as those represented by the SIBDCS; therefore, the findings of these younger children are representative. Lastly, the relatively small number of patients ＜10 years of age at diagnosis required the use of non-parametric tests, which led to lower statistical power.
In conclusion, except for the marked male prevalence in pre-pubertal CD patients, we could not observe any gender difference in clinical phenotypes, disease behaviour, or treatment, and our results are in line with those of previous studies reporting a lack of gender difference. Future studies should investigate whether unique or repeated antibiotic treatments during the pre-pubertal period result in detectable changes of serum sex-steroids and/or of the quantity and function of invariant natural killer T cells in the intestinal mucosa, thereby favouring the development of CD, and whether there is an age at which antibiotic treatment confers a special risk of the development of CD.
